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(57) ABSTRACT

A system and method for allowing adjustments of various
parameters associated with the operation of charge-coupled
devices adapted for use in biological analysis devices. Gate
voltage signal apphed to the CCDs can be adjusted to
advantageously aflfect the manner 1n which charge 1s trans-
terred from pixels. The manner 1n which transferred charges
from the pixels are processed 1n a readout process can also
be adjusted to advantageously change the speed of the CCD
based detector. Various methods of performing such adjust-
ments are disclosed.
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METHODS FOR IMPROVING THE
PERFORMANCE OF A DETECTOR

BACKGROUND

1. Field

The present teachings generally relate to the field of signal
processing and more particularly, to a system and methods
for improving the performance of detectors associated with
signal 1maging 1n biological analysis.

2. Description of the Related Art

During biological analysis, such as nucleotide sequencing,
Oor microarray processing, photo-detectors such as charge
coupled devices (CCD) may be used to detect signals arising
from labeled samples or probe features responsive to
selected target analytes. These signals may take the form of
fluorescent or wvisible light emissions that are desirably
analyzed to quantify signal intensities arising from each
labeled sample or probe feature and are subsequently
resolved to quantitatively or qualitatively evaluate the pres-
ence ol a target analyte within a sample.

Generally, a CCD used in such a biological analysis
comprises an array ol signal detecting pixels. The signal
detection for a given pixel can be characterized as a con-
version of an incident electromagnetic energy signal 1mnto a
number of electron-hole pairs. The pixel may be configured
to collect either the electrons or the holes thus generated
with the number of collected charges representative of the
incident energy. A CCD having a plurality of such pixels
with collected charges can be read out by a sequence of
shifting operations by applying a sequence of gate voltages
to the pixels 1in a predetermined manner. The charge col-
lected from a selected pixel can then be read out or quan-
titated and used for further analysis.

The operation of the CCD 1n the foregoing manner 1s
facilitated by a plurality of operating parameters. In a
conventional biological analysis system, these CCD opera-
tion parameters are generally set when a user receives the
system. Although the set parameters may be generally
suitable for the intended application of the CCD, they
typically do not cover every possible analysis situations.
Thus, the generally fixed configurations of certain CCD
operating parameters may limit the manner in which the
CCD 1s used 1 the biological analysis. Consequently, there
1s an ongoing need for an improved approach to the manner
in which CCDs are used 1n biological analysis systems.

SUMMARY

One aspect of the present teachings relates to a system for
interrogating a sample using a probe array configured to be
responsive to a plurality of particles. The probe array
generates one or more i1dentifiable signals following inter-
action with the sample particles. The sample composition 1s
resolved, at least i part, by 1dentifying the signals associ-
ated with each constituent probe of the array. The system
comprises a segmented detector configured to detect at least
a portion of the one or more 1dentifiable signals associated
with the constituent probes of the probe array. The position
of each constituent probe and the signal arising therefrom
are used to identify the presence or absence of particles
contained within the sample. The segmented detector com-
prises a plurality of pixels adapted to collect charges gen-
crated 1n response to the one or more 1dentifiable signals.
The magnitude of the collected charge 1n a given pixel is
representative of the mtensity of the one or more 1dentifiable
signals impinging on the given pixel. The pixel 1s adapted to
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allow transierring of the collected charge by an application
ol one or more gate voltages to the pixel. The system further
comprises a clock driver that provides the one or more gate
voltages to the pixel. The manner 1n which the gate voltages
are applied to the pixel aflects the manner 1n which the
collected charge 1s transierred from the pixel. The system
further comprises a readout component that reads out the
charges transferred out from the pixels to thereby yield an
output signal corresponding to each pixel wherein the output
signal 1s representative of the magnitude of the pixel’s
collected charge. The system further comprises a controller
configured to control at least one of the clock driver and the
readout component so as to allow selective adjustment of the
manner 1n which the gate voltages 1s applied to the pixel or
the manner 1n which the readout occurs. The controller being
able to control the manner 1n which the detector operates
facilitates an improved flexibility 1n which the system 1s
configured for a given analysis application thereby provid-
ing an improved position information ol the constituent
probes of the probe array thereby allowing improved iden-
tification of the presence or absence of particles contained
within the sample.

In certain embodiments, the clock driver comprises a gate
voltage generator and a clock. The clock provides a clock
signal to the gate voltage generator and the gate voltage
generator 1n response generates the gate voltage signals to
the pixels. In one embodiment, the gate voltage generator
includes an adjustment component that adjusts the amplitude
of the gate voltage signals. In one embodiment, the gate
voltage generator comprises a power supply and a digital-
to-analog converter (DAC). The DAC receives a digital
adjustment signal from the controller, converts the adjust-
ment signal to an analog amplitude adjustment signal, and
supplies the analog amplitude adjustment signal to the
power supply such that the DAC allows the controller to
adjust the amplitude of the gate voltage signals. In one
embodiment, the gate voltage generator comprises a power
supply and an electrically erasable potentiometer (EEPOT).
The power supply provides a selected amplitude gate volt-
age signal to the EEPOT. The EEPOT under the control of
the controller adjusts the selected amplitude of the gate
voltage such that the adjusted gate voltage signal put out by
the EEPOT has a desired amplitude. In one embodiment, the
gate voltage generator mcludes an analog multiplexer that
provides a plurality of analog output voltage signals so that
one of such signals can be selected as a source of the gate
voltage.

In certain embodiments, the clock driver includes an
adjustment component that adjusts one or more temporal
parameter associated with the gate voltage signals. In one
embodiment, the adjustment component adjusts the duration
of the gate voltage by adjusting the number of clock signal
cycles that defines the gate voltage duration. In one embodi-
ment, the adjustment component adjusts the duration of the
gate voltage by adjusting the period of the clock signal. In
one embodiment, the adjustment component comprises a
clock signal adjustment component that adjusts the period of
the clock signal.

In certain embodiments, the readout component com-
prises an adjustment component that adjusts one or more
parameters that aflect the manner in which the readout
occurs. In one embodiment, the adjustment component
comprises a radio-frequency interference (RFI) filter con-
figured to be controlled by the controller so as to adjust the
manner 1 which 1t filters a clock signal from a clock. The
adjustment of the filtering affects the manner 1n which reset
gate signals reset a charge detector circuit of the readout
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component. In one embodiment, the filtering 1s adjusted so
that the charge detector’s reset time 1s reduced thereby
increasing the rate at which the readout cycle operates.

In certain embodiments, the readout component includes
an electron multiplier having plurality of gain settings. In
one embodiment, the gain of the electron multiplier can be
adjusted with respect to the rate at which the readout cycle
operates.

In certain embodiments, the readout component includes
an anti-bloom component and a switching component. In
one embodiment, the switching component allows the anti-
bloom component to be turned on or off.

Another aspect of the present teachings relates to a
method for improving the performance of a segmented
detector of a biological analysis system having an array of
biological probes positioned on an analysis platform. Each
probe 1s configured to be responsive to a specific particle
having unique 1dentifying characteristics. When the array of
probes 1s exposed to the sample, the probes generate an
identifiable signal based on the interaction of the probes with
specific particles within the sample based upon the unique
identifying characteristics of the specific particle. The 1den-
tifiable signals from the array of probes are captured by the
plurality of pixels so as to form the image of the array of
probes. Each pixel detects the detectable signal by collecting
charge induced by the iteraction of the detectable signal
with the pixel. The output signal from the pixel 1s obtained
by transierring the collected charge to an output register and
reading out the output register. The method comprises
adjusting one or more parameters associated with the charge
transier process or the readout process. The parameters that
aflect the performance of the charge transter process include
the amplitude and duration of gate voltage signals provided
to the pixel. The parameters that affect the performance of
the readout process include the duration of a reset process
that occurs between detection of charges associated with the
pixels. The method further comprises performing the detec-
tion and reading out of the resulting charges with the
adjustment of one or more parameters 1n eflect. Such an
adjustment improves the manner in which the detector 1s
used for a given application of the biological analysis system
to thereby allow improved identification of the specific
particles within the sample.

In certain implementations, adjusting one or more param-
cters comprises adjusting the amplitude of the gate voltage.
In one implementation, adjusting the amplitude of the gate
voltage comprises adjusting the manner in which a gate
voltage generator operates. In one embodiment, the gate
voltage generator includes a power supply and a digital-to-
analog converter (DAC). The DAC recerves a digital adjust-
ment signal from a controller, converts the adjustment signal
to an analog amplitude adjustment signal, and supplies the
analog amplitude adjustment signal to the power supply
such that the DAC allows the controller to adjust the
amplitude of the gate voltage. In one embodiment, the gate
voltage generator includes a power supply and an electri-
cally erasable potentiometer (EEPOT). The power supply
provides a selected amplitude gate voltage signal to the
EEPOT. The EEPOT under the control of a controller adjusts
the selected amplitude of the gate voltage such that the
adjusted gate voltage signal put out by the EEPOT has a
desired amplitude. In one embodiment, the gate voltage
generator includes an analog multiplexer that provides a
plurality of analog output voltage signals so that one of such
signals can be selected as a source of the gate voltage.

In certain implementations, adjusting one or more param-
eters comprises adjusting the duration of the gate voltage. In
one implementation, the gate voltage duration 1s adjusted by
adjusting the number of clock signal cycles that defines the
gate voltage duration. In one implementation, the gate
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voltage duration 1s adjusted by adjusting the period of a
clock signal that induces the gate voltage generation.

In certain implementations, adjusting one or more param-
cters comprises adjusting the duration of the reset process.
In one implementation, the duration of the reset process 1s
adjusted by adjusting the filtering of a radio-frequency
interference filter that filters a clock signal that drives the
reset process for resetting a charge detector circuit that
detects the transierred charge from the pixel. In one 1mple-
mentation, the filtering 1s adjusted so that the charge detector
circuit’s reset time 1s reduced thereby increasing the rate at
which the readout cycle operates.

In certain implementations, adjusting one or more param-
cters comprises adjusting the gain of an electron multiplier
with respect to the rate at which the readout process oper-
ates.

In certain implementations, adjusting one or more param-
cters comprises switching between an anti-bloom mode or
operation and a full well mode of operation.

BRIEF DESCRIPTION OF THE

DRAWINGS

FIG. 1A 1llustrates a functional block diagram of a system
adapted to measure components associated with biological
related processes;

FIGS. 1B and C illustrate exemplary biological analysis
systems that utilize CCDs to detect signals from samples
adapted to emit electromagnetic energy 1n a selected man-
ner;

FIGS. 2A-C 1llustrate various embodiments of a detector
adapted to allow adjustments of the way a CCD 1s operated;

FIGS. 3A-D illustrate an exemplary charge collection and
transier process in an exemplary pixel of a CCD;

FIG. 4 illustrates an exemplary array of pixels and an
exemplary manner 1n which charges can be read out there-
from;

FIG. § illustrates an exemplary generation of a gate
voltage signal that facilitates the readout process of the

CCD;
FIG. 6 illustrates an exemplary sequence of application of
gate voltage signals that induce the charge transfer process;

FIGS. 7TA-C illustrate two exemplary manners in which
the amplitude of the gate voltage signal could be adjusted so
as to adjust the manner in which the charge transier process
OCCUTS;

FIGS. 8A-B illustrate an exemplary manner in which the
duration of the gate voltage signal could be adjusted so as to
adjust the manner i which the charge transfer process
OCCUTS;

FIGS. 9A-C illustrate an exemplary manner in which the
processing of charge transferred from the pixels could be
adjusted so as to adjust the rate at which the charge pro-
cessing OCCurs;

FIG. 10A shows an example configuration of a detector
having an electron multiplying feature whose gain can be
controlled with respect to clocking speed; and

FIG. 10B shows an example configuration of a detector
having an anti-bloom feature and a switching component
that allows switching between anti-bloom mode of operation
and a tull well mode of operation.

DETAILED DESCRIPTION OF CERTAIN
EMBODIMENTS

These and other aspects, advantages, and novel features of
the present teachings will become apparent upon reading the
following detailed description and upon reference to the
accompanying drawings. In the drawings, similar elements
have similar reference numerals.
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FIG. 1A illustrates an exemplary schematic diagram for a
biological analyzer 100 capable of sequence determination
or fragment analysis for nucleic acid samples. In various
embodiments, the analyzer 100 may comprise one or more
components or devices that are used for labeling and 1den-
tification of the sample and may provide means for perform-
ing automated sequence analysis. The various components
of the analyzer 100, described 1n greater detail hereinbelow,
may comprise separate components or a singular integrated
system. It will be appreciated that the present teachings may
be applied to both automatic and semi-automatic sequence
analysis systems as well as to methodologies wherein some
ol the sequence analysis operations are manually performed.
Additionally, the methods described herein may be applied
to other biological analysis platiorms to improve the overall
quality of the analysis.

In various embodiments, the methods and systems of the
present teachings may be applied to numerous different
types and classes of photo and signal detection methodolo-
gies and are not necessarily limited to CCD-based detectors.
Additionally, although the present teachings are described in
various embodiments in the context of sequence analysis,
these methods may be readily adapted to other devices/
instrumentation and used for purposes other than biological
analysis.

It will also be appreciated that the methods and systems
ol the present teachings may be applied to photo-detectors 1n
general for a variety of applications, some of which are
listed as examples above. Photo-detectors 1n general convert
incident photons to electrical signals, and may include, by
way example, CCDs, photomultipliers, or semiconductor
based devices such as photo-diodes.

In the context ol sequence analysis the exemplary
sequence analyzer 100 may comprise a reaction component
102 wherein amplification or reaction sequencing (:or
example, through label or marker incorporation by poly-
merase chain reaction) of various constituent molecules
contained 1n the sample 1s performed. Using these amplifi-
cation techniques, a label or tag, such as a fluorescent or
radioactive dideoxy-nucleotide may be introduced into the
sample constituents resulting in the production of a collec-
tion of nucleotide fragments of varying sequence lengths.
Additionally, one or more labels or tags may be used during,
the amplification step to generate distinguishable fragment
populations for each base/nucleotide to be subsequently
identified. Following amplification, the labeled fragments
may then be subjected to a separation operation using a
separation component 104. In one aspect, the separation
component 104 comprises a gel-based or capillary electro-
phoresis apparatus which resolves the fragments mto sub-
stantially discrete populations. Using this approach, electri-
cal current may be passed through the labeled sample
fragments which have been loaded into a separation matrix
(e.g. polyacrylamide or agarose gel). The application of an
clectrical current results in the migration of the sample
through the matrix. As the sample migration progresses, the
labeled fragments are separated and passed through a detec-
tor 106 wherein resolution of the labeled fragments 1s
performed.

In one aspect, the detector 106 may 1dentify various sizes
or differential compositions for the fragments based on the
presence of the incorporated label or tag. In one exemplary
embodiment, fragment detection may be performed by gen-
eration of a detectable signal produced by a fluorescent label
that 1s excited by a laser tuned to the label’s absorption
wavelength. Energy absorbed by the label results mn a
fluorescence emission that corresponds to a signal measured
for each fragment. By keeping track of the order of fluo-

10

15

20

25

30

35

40

45

50

55

60

65

6

rescent signal appearance along with the type of label
incorporated into the fragment, the sequence of the sample
can be discerned. A more detailled explanation of the
sequencing process 1s provided 1in commonly assigned U.S.
Pat. No. 6,040,586, entitled “Method and System for Veloc-
ity-Normalized Position-Based Scanning” which 1s hereby
incorporated by reference 1n 1ts entirety.

FIG. 1B illustrates exemplary components for a detector
130 which may be used to acquire the signal associated with
a plurality of labeled fragments 110. As previously indi-
cated, the labeled fragments 110 may be resolved by mea-
suring the quantity of fluorescence or emitted energy gen-
crated when the fragments 110 are subjected to an excitation
source 114 of the appropriate wavelength and energy (e.g. a
tuned laser). The energy emissions 120 produced by a label
116 associated with the fragments 110 may be detected using
a charge-coupled device (CCD) 122 as the fragments 110
pass through a detection window 126 wherein a plurality of
energy detecting elements (e.g., pixels) 124 capture at least
a portion of the emitted energy from the label 116. In one
aspect, an electronic signal 1s generated by the CCD 122 that
1s approximately proportional to the relative abundance of
the fragments 110 passing through the detection window 126
at the time of energy capture and the order which the
fragments 110 appear in the detection window 126 may be
indicative of their relative length with respect to one another.

A readout electronics assembly 128 i1s configured to
perform readout operations to acquire the electronic signal
generated by the CCD 122 1n response to the fragments 110.
In various embodiments, some of the information that may
be determined through signal readout and subsequent reso-
lution and peak 1dentification may include determination of
the relative abundance or quantity of each fragment popu-
lation. Evaluation of the signals may further be used to
determine the sequence or composition of the sample using
various known base sequence resolution techniques. It will
turther be appreciated by one of skill in the art that the
exemplified signal distribution may represent one or more
nucleic acid fragments for which the relative abundance of
cach fragment may be evaluated based, 1n part, upon the
determination of the relative area of an associated peak 1n
the signal distribution. The present teachings may therefore
be integrated into existing analysis approaches to facilitate
peak evaluation and subsequent integration operations typi-
cally associated with sequence analysis.

In various embodiments, the readout of the signal from
the CCD 122 and selected control of the CCD 122 may be
advantageously performed by a controller 132. The control-
ler 132 may be configured to operate in conjunction with one
or more processors and/or one or more other controllers.
Such controller and processor’s components may include,
but are not limited to, software or hardware components,
modules such as software modules, object-oriented software
components, class components and task components, pro-
cesses methods, functions, attributes, procedures, subrou-
tines, segments of program code, drivers, firmware, micro-
code, circuitry, data, databases, data structures, tables,
arrays, and variables. Furthermore, the controller 132 may
output a processed signal or analysis results to other devices
or instrumentation where further processing may take place.

In one aspect, the present teachings relates to a clock
driver 134 that provides various clocked signals to the CCD
122 and/or the readout 128 so as to allow coordination of the
manner 1n which charge 1s collected and read out from the
CCD. The clock driver 134 may be conﬁgured to be con-
trollable by the controller 132 such that the various clocked
signals can be advantageously adjusted to suit the operating
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parameters of a given biological analysis system. Some of
the possible manners in which the signals can be adjusted are
described below 1n greater detail. Such a capability to adjust
some of the operating parameters of the CCD can provide a
significant advantage over conventional biological analysis
systems where the operating parameters of the CCD and the
related components are typically fixed when 1nstalled 1n the
analysis system.

FIG. 1C 1illustrates another configuration of exemplary
components for a detector 150 which may be used to acquire
the signals associated with a plurality of labeled fragments
forming an array, microarray, or biochip assay. One exem-
plary configuration of an array used in biological analysis
may comprise a plurality of labeled fragments configured to
adhere selectively to an array of tips 144 of a plurality of
fibers 142. Such an array type of sample platiorm 140 may
be utilized to simultaneously characterize concentrations of
different types of fragments present in a sample. As previ-
ously indicated, the labeled fragments attached to the fiber
tips 144 may be resolved by measuring the quantity of
fluorescence or emitted energy generated when the frag-
ments are subjected to an excitation source of the appropri-
ate wavelength and energy (e.g. a tuned laser). The energy
emissions 146 produced by a label associated with the
fragments may be detected using a charge-coupled device
(CCD) 152 via some form of optics 156, wherein a plurality
of energy detecting elements (e.g., pixels) 154 capture at
least a portion of the emitted energy from the labeled
fragments. In one aspect, an electronic signal 1s generated by
the CCD 152 that 1s approximately proportional to the
relative abundance of the fragments in the sample being
measured.

A readout electronics assembly 158 1s configured to
perform readout operations to acquire the electronic signal
generated by the CCD 152 in response to the fragments. In
various embodiments, some of the information that may be
determined through signal readout and subsequent resolu-
tion and peak identification may include determination of
the relative abundance or quantity of each fragment popu-
lation. The spatial resolution of the detected signal allows
determination of the position on the sample platform from
which the signal was emitted. Thus, by 1dentifying the type
of a fiber associated with that position, one can determine
the type of fragments attached thereto. Such information
facilitates determination of the sequence or composition of
the sample using various known base sequence resolution
techniques. It will further be appreciated by one of skill in
the art that the exemplified signal distribution may represent
one or more nucleic acid fragments for which the relative
abundance of each fragment may be evaluated based, 1n part,
upon the determination of the relative area of an associated
peak 1n the signal distribution. The present teachings may
therefore be integrated into existing analysis approaches to
tacilitate peak evaluation and subsequent integration opera-
tions typically associated with sequence analysis.

In various embodiments, the readout of the signal from
the CCD 152 and selected control of the CCD 152 may be
advantageously performed by a controller 160. The control-
ler 160 may be configured to operate in conjunction with one
or more processors and/or one or more other controllers.
Such controller and processor’s components may include,
but are not limited to, software or hardware components,
modules such as software modules, object-oriented software
components, class components and task components, pro-
cesses methods, functions, attributes, procedures, subrou-
tines, segments ol program code, drivers, firmware, micro-
code, circuitry, data, databases, data structures, tables,
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arrays, and variables. Furthermore, the controller 160 may
output a processed signal or analysis results to other devices
or instrumentation where further processing may take place.

In one aspect, the present teachings relates to a clock
driver 162 that provides various clocked signals to the CCD
152 and/or the readout 158 so as to allow coordination of the
manner 1n which charge 1s collected and read out from the
CCD. The clock driver 162 may be configured to be con
trollable by the controller 160 such that the various clocked
signals can be advantageously adjusted to suit the operating
parameters ol a given biological analysis system. Some of
the possible manners 1n which the signals can be adjusted are
described below 1n greater detail. Such a capability to adjust
some of the operating parameters of the CCD can provide a
significant advantage over conventional biological analysis
systems where the operating parameters of the CCD and the
related components are typically fixed when 1nstalled 1n the
analysis system.

In various embodiments, some of the information that
may be determined through signal (from feature) resolution
and peak 1denftification may include determination of the
relative abundance or quantity of each fragment population.
Evaluation of the signals may further be used to determine
the sequence or composition of the sample using various
known base sequence resolution techniques. It will further
be appreciated by one of skill in the art that the exemplified
signal distribution may represent one or more nucleic acid
fragments for which the relative abundance of each fragment
may be evaluated based, i part, upon the determination of
the relative area of an associated peak in the signal distri-
bution. The present teachings may therefore be integrated
into existing analysis approaches to facilitate peak evalua-
tion and subsequent mtegration operations typically associ-
ated with sequence analysis.

FIGS. 2A-C 1llustrate block diagrams of various embodi-
ments of detectors configured to allow the various adjust-
ments 1n the manner 1n which the CCD 1s operated and read
out. FIG. 2A 1llustrates one embodiment of a detector 170
controlled by a controller 172. The detector 170 comprises
a clock driver 174 that includes a clock 176 and a gate
voltage generator 180. The clock 176 may comprise an
internal clock, or may be sourced in from an external
location. The clock 176 and the gate voltage generator 180
may be combined as a singular unit, or may be configured
as separate units.

In one aspect, the gate voltage generator 180 includes an
adjustment component 182 that allows adjustments of gate
voltage signals supplied to a CCD 184. An exemplary
manner in which such adjustment may be achieved 1s
described below 1n greater detail.

As shown in FIG. 2A, a readout component 186 1is
functionally coupled to the CCD 184 so as to allow reading
out of signals therefrom. An exemplary manner in which the
readout of the CCD occurs 1s described below 1n greater
detaul.

FIG. 2B illustrates one embodiment of a detector 190
controlled by a controller 192. The detector 190 comprises
a clock driver 194 that includes a clock 196 and a gate
voltage generator 200. The clock 196 may comprise an
internal clock, or may be sourced in from an external
location. The clock 196 and the gate voltage generator 200
may be combined as a singular unit, or may be configured
as separate units.

In one aspect, the clock 196 includes an adjustment
component 202 that allows adjustments of clock signals
supplied the gate voltage generator 200. An exemplary
manner in which such adjustment may be achieved 1s
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described below 1n greater detail. The gate voltage generator
200, 1n response to the clock signals, generates and provides
gate signals to a CCD 204. In certain embodiments, varying
of the clock signal varies a gate drive impedence, thereby
causing the gate signal to be varied.

As shown in FIG. 2B, a readout component 206 1s
tfunctionally coupled to the CCD 204 so as to allow reading
out of signals thereifrom. An exemplary manner in which the
readout of the CCD occurs 1s described below in greater
detaul.

FIG. 2C illustrates one embodiment of a detector 210
controlled by a controller 212. The detector 210 comprises
a clock drniver 214 that includes a clock 216 and a gate
voltage generator 220. The clock 216 may comprise an
internal clock, or may be sourced in from an external
location. The clock 216 and the gate voltage generator 220
may be combined as a singular unit, or may be configured
as separate units.

In certain embodiments, the clock 216 provides one or
more clock signals to the gate voltage generator 220. The
gate voltage generator 220, 1n response to the clock signals,
generates and provides gate signals to a CCD 224.

As shown i FIG. 2C, a readout component 226 1s
tfunctionally coupled to the CCD 224 so as to allow reading
out of signals therefrom. An exemplary manner in which the
readout of the CCD occurs 1s described below in greater
detaul.

In one aspect, the readout component 226 includes an
adjustment component 222 that allows adjustment of a
manner 1n which the CCD 224 1s read out. An exemplary
manner in which such adjustment may be achieved 1s
described below 1n greater detail.

FIGS. 3A-D now 1llustrate an exemplary manner in which
gate voltages may be applied to the CCD 1n a selected
manner so as to allow charge collection and transfer. The
exemplary CCD depicted 1s configured to operate 1 a
three-phase mode. It will be appreciated that other forms and
types of CCDs operate by selected application of gate
voltages. Thus, the concepts disclosed herein are also appli-
cable to other forms and types of CCDs without departing
from the spirit of the present teachings.

As shown 1n a sectional representation 1n FIGS. 3A-D, a
CCD comprises a substrate layer 232 and an oxide layer 232
that insulates the substrate layer 232 from a plurality of gates
236a-d. Application of voltages on the gates 236a-d 1n
selected manners cause formation of a potential 240 having
different profiles. Thus, exemplary potential configurations
230a-d of FIGS. 3A-D correspond to “snapshots™ of the
potential profiles at different times during an exemplary
charge transfer process.

In FIG. 3A, application of a voltage V1 at the gate 2364
causes a formation of a potential well 242a that allows
collection of charge 244 theremn. FIG. 3A also shows an
adjacent pixel where application of voltage V1 causes for-
mation of a potential well 24256 that allows collection of
charge 246 therein. The amount of charge collected 1n a
given well depends 1n part on the intensity of the incident
signal at the pixel corresponding to the given well, and also
on the duration of time (exposure time) for which the
potential well 242a (or b) 1s formed. Thus 1 FIG. 3A, the
collected charge 244 1n the well 242a 1s depicted as being
less than the charge 246 1n the well 2425 to illustrate that the
pixel associated with the well 2425 has received a more
intense incident signal than that of the well 242a.

As 1s known 1n the art, the amount of charge collected 1n
a given well 1s representative of the intensity of the incident
signal. Thus by measuring the collected charge of a given
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well (pixel), one can determine the relative intensity of
signals 1impinging on the given pixel. Such a measurement
then allows one to determine the positions and/or relative
abundances of various species that make up a biological
sample being analyzed.

FIGS. 3B-D illustrate one exemplary method of transfer-
ring of the collected charge to allow such measurement. As
shown i1n the potential configuration 2306 of FIG. 3B,
application of voltage V2 causes the potential 240 to change
such that the charge 244 “spills” over to the adjacent space
associated with the adjacent gate 236b.

FIG. 3C 1llustrates the potential configuration 230¢ where
the voltage V1 1s changed so as to cause its corresponding
well depth becomes ““shallower” thereby causing the charge
244 to drain 1nto the well corresponding to the gate 2365. In
FIG. 3D, the potential configuration 2304 shows that the
voltage V1 1s further changed such that substantially all of
the charge 244 1s now transierred to a well 264a associated
with the gate 2365. One can see that repetition of such a
transier cycle allows the collected charge 244 to be trans-
terred (also referred to as “shifted”) from the collection
pixel.

It will be appreciated that the charge transfer sequence
depicted 1n FIGS. 3A-D 1s exemplary only, and 1s not 1n any
way intended to limit the scope of the present teachings. As
previously stated, other forms and types of CCDs may use
different potential profiles for collection and transfer pur-
poses. As 1s known 1n the art, however, CCDs 1n general are
operated by application of some form of a voltage via some
form of a gate structure to form a desired potential profile.

As 1s also known 1n the art, the operation of the CCD 1n
the foregoing manner can cause generation charges and
other eflects that manifest themselves as a noise. For
example, a dark current i1s generated in the pixel during the
charge collection process. In another example, spurious
charge can be generated in response to the application of
gate voltages during the charge transier process.

In one aspect, the present teachings relates to a CCD
detector system that can be configured to allow at least some
of the parameters associated with the application of the gate
voltages. Such a capability 1s advantageous over conven-
tional CCD systems that typically have the operating param-
cters generally fixed when installed 1n biological analysis
devices. By allowing the CCD operating parameters to be
changed, one can configure a given biological analysis
device to operate in a desirable manner in terms of a desired
measurement performance and noise.

The exemplary charge transfer process described above 1n
reference to FIGS. 3A-D can be adapted to allow transfer of
collected charges associated with an array of pixels 1n a
number of ways. FIG. 4 illustrates one such transier imple-
mentation associated with an exemplary CCD 270 having a
two dimensional pixel array 272. The exemplary array 272
1s depicted as having four exemplary rows 280, 282, 284,
286 of four pixels a-d. It will be understood that the
exemplary CCD 270 depicted 1s for descriptive purpose, and
in no way intended to limit the scope of the present teach-
Ings.

As shown 1n FIG. 4, the exemplary CCD 270 further
comprises an output register 274 that receives a row of
charges and subsequently shiits out the received charges. In
such a configured CCD 270, the rows of charges are shifted
“vertically” as depicted by arrows 290a-d. Thus, charge
associated with pixel 280q 1s shifted into pixel 282q via the
transier process 290a. Simultaneously, charge that 1s 1n pixel
282a 1s shifted into pixel 2844 via the transter process 2905,
and so on.
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The charge associated with pixel 286q 1s shifted into a
corresponding output register 288a via the transier process
290d. Simultaneously, the charge that i1s 1n the output
register 288a 1s shifted mto output register 2885, and so on.
Thus 1n the exemplary CCD of FIG. 4, a CCD output
(depicted by an arrow 276) comprises packets of charges
associated with each pixel of the array 272. Because the
charge transier of the rows are frequently illustrated as being
“vertical,” such transfers are commonly referred to as ver-
tical shifts even though the CCD may not be oriented 1n such
a manner. Similarly, the charge transfer associated with the
output register 274 1s commonly referred to as “horizontal”
shifts. It will be appreciated that references to “vertical” and
“horizontal” 1n the description herein 1s 1n no way intended
to limit the scope of the present teachings.

FIG. 5 now illustrates an exemplary detector configura-
tion 300 for generating an exemplary gate voltage. In such
a configuration, a clock 302 provides a clock signal 304 to
a gate voltage generator 310. In response to the clock signal

304, the gate voltage generator 310 generates a gate voltage
signal 312 and provides 1t to a CCD 320.

As 1llustrated 1n FIG. §, the clock signal 304 comprises a
plurality of pulses 306 temporally spaced at a period of T1,
and each pulse having a temporal width of T2. One aspect
ol the present teachings relates to a CCD detector configured
to allow manipulation of the clock signal to facilitate adjust-
ment(s) of temporal aspects of the manner 1n which the CCD
1s operated and read out. The clock signal adjustment may
include, but 1s not limited to, adjustments of the clock period
T1 and/or the clock pulse width T2. An exemplary manner
in which the clock signal can be adjusted 1s described below
in greater detail.

As also 1llustrated in FIG. 5, one implementation of the
gate voltage signal 312 comprises a voltage step plateau 314
having an amplitude ot V__ .. The gate voltage 314 may
represent any ol the exemplary gate voltages described
above 1n reference to FIGS. 3A-D, as well as other wave-
torms described herein. The gate voltage 314 1s depicted to
begin at t,,,, and end at t, . In certain embodiments, the

STart STO

t 1striggered at a selected first pulse of the clock signal and
ends at a selected second pulse of the clock signal. The gate
voltage duration (t,,-t,,,,,) can be defined by a multiple (M)
of the clock period T1. Thus, the gate voltage duration can
be adjusted by changing the value of M and/or changing the

value of the clock period T1.

In one aspect, the present teachings relates to the gate
voltage generator 310 being configured to allow adjustment
of the value of V An exemplary manner 1in which the

gate’
gate voltage can be adjusted 1s described below 1n greater

detail.

FIG. 6 now illustrates how the exemplary gate voltage
312 of FIG. 5 can be implemented to perform the exemplary
charge transier operation described above in reference to
FIGS. 3A-D. In FIG. 6, various potential configurations
332a-d corresponding to various values of time t are
depicted. Also illustrated are time dependent voltage wave-
forms corresponding to voltages V1, V2, and V3. For the
purpose ol description, the voltages V1, V2, and V3 are
either 1n “hugh” state or “low” state, with the low state being
a reference voltage. It will be appreciated that any voltage
state(s) associated with a given voltage may be used as a
reference without departing from the spirit of the present
teachings. It will also be appreciated that in certain embodi-
ments, a given voltage may increase negatively to cause the
formation of a corresponding potential profile effect, again
without departing from the spirit of the present teachings.
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As shown 1n FIG. 6, at time t=t_ corresponding to the
potential configuration 332a, voltage V1 1s at the high state
with a magnitude of V' sate With respect to the low state.
Voltages V2 and V3 are at their respective low states,
thereby causing a potential well to form adjacent the gate
associated with V1. As previously described, such a poten-
tial well can be formed to collect the charges during an
exposure. At time t=t, corresponding to the potential con-
figuration 33256, voltage V1 remains at the high state, and
voltage V2 has transitioned to its high state with a magnmitude
of Vzgam with respect to the low state. As previously
described, such a transition causes the collected charge
adjacent the V1 gate to “spill” over to the area adjacent the
gate associated with V2 thereby mitiating the charge transfer
pProcess.

At time t=t_ corresponding to the potential configuration
332¢, voltage V2 remains at its high state, and voltage V1 1s
in a transition to its low state. Such a voltage configuration
causes the potential level adjacent the V1 gate to “rise”
thereby transierring 1ts charge to be further transferred to the
area adjacent the V2 gate. At time t=t , corresponding to the
potential configuration 332d, voltage V2 remains at 1ts high
state, and voltage V1 1s 1n its low state. Because voltage V3
remains 1n its low state, a potential well adjacent the V2 gate
now contains the charge transierred from the collection well
adjacent the V1 gate. Further transfer of the charge can
proceed to an area adjacent the V3 gate by a similar
sequence of V3 and V2 voltage manipulations. And as
previously described, the durations and magnitudes of the
gate voltage wavelorms V1, V2, and V3 may be adjusted 1n
manners described herein to achieve various desired CCD
performance parameters such as noise levels and the manner
in which the wells are shifted. As further described below,
one way to manipulate the gate voltages 1s to vary the
impedances of a voltage output component.

It will be understood that the foregoing charge transfer
scheme 1s exemplary to 1llustrate the role of the various gate
voltages. Other gate voltage manipulation schemes, such as
those using virtual phases, can be implemented as well using
the techniques described herein.

FIGS. 7A-C now 1illustrate how the amplitude of a gate
voltage may be manipulated. FIG. 7A 1llustrates an exem-
plary gate voltage waveiform 340 comprising a plateau 342
having an amplitude V... with respect to a reference level
344.

As previously described, one aspect of the present teach-
ings relates to the amplitude of the gate voltage being
adjustable (as depicted by an arrow 346). One possible
configuration 350 of achieving such an adjustability 1is
illustrated 1n FIG. 7B. A gate voltage generator 352 1s shown
to comprise a power supply 354 that outputs a gate voltage
signal 362. The magnitude of the gate voltage signal 362 can
be adjusted by the power supply 1n response to an analog
command signal from a DAC (digital-to-analog converter)
356. The DAC 356 receives a corresponding digital signal
from a controller 360 configured to facilitate a desired gate
voltage level change.

In certain embodiments, the DAC 356 comprises a com-
mercially available MAX-3528 Octal 8-bit with bufler. The
power supply/gate driver 354 comprises a commercially
available LT1207 current-feedback amplifier.

FIG. 7C illustrates another possible configuration 370 that
allows the adjustability of the gate voltage amplitude. A gate
voltage generator 372 1s shown to comprise a power supply/
gate driver 376 that outputs a gate voltage voltage output
382. The amplitude of the driver output can be adjusted by
an EEPOT (electrically erasable potentiometer) 374 (as
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indicated by arrow 378) under the control of a controller
380. The EEPOT 374 acting as a voltage modulator by
changing the output impedance can thus allow control of the
amplitude of the gate voltage signal 382. The controller can
be configured to 1ssue commands to the EEPOT 374 1n a
manner that facilitates a desired gate level change.

In certain embodiments, the EEPOT 374 comprises a
commerc1ally available XICOR X-9116, and the driver 376
comprises a commercially available LT1207 current-feed-
back amplifier.

In certain embodiments, adjustment of the gate voltage
can be adjusted via an analog multiplexer operated i a
demultiplexing mode. A selected one of multiple analog
voltage signals can be selected as a source of the gate
voltage.

FIGS. 8A and B now 1illustrate how the temporal param-
eter of the clock signal can be adjusted to thereby facilitate
temporal adjustments of the various gate voltage signals
supplied to the CCD. FIG. 8A illustrates a segment of an
exemplary clock signal 390 comprising a plurality of pulses

392.

As previously described, one aspect of the present teach-
ings relates to the period T1 of the clock signal 390 being
adjustable (as depicted by an arrow 394). The temporal
width T2 of the pulse 392 may also be adjusted (as depicted
by an arrow 396) i desired. One possible configuration 400
that facilitates such an adjustability 1s 1llustrated in FIG. 8B.
A clock 402 1s shown to comprise a clock signal adjustment
component 404 that 1s under the control of a controller 410.
As previously described, the clock may comprise 1ts own
internal clocking source, or 1t may receive a clock signal
from an external source. The clock adjustment component
404 thus adjusts the clock signal from the internal or the
external source such that the clock 402 outputs an adjusted
clock signal 412 to a CCD (not shown) and/or a readout
component (not shown). In certain embodiments, the clock
adjustment component receives an adjustment-inducing sig-
nal from the controller 410 configured to facilitate a desired
clock signal change. In certain embodiments, a number of
different clocks could have their speeds adjusted, including
timings for vertical, horizontal, and double correlated
sample and hold.

FIGS. 3-8 generally addresses how various clock and gate
voltage signals can be adjusted to achieve a desired perfor-
mance/noise of the operation of a CCD associated with a
biological analysis device. FIGS. 9A-C now illustrates how
a readout component may also be adjusted to improve the
manner 1n which the CCD can be read out. As described
above 1n reference to FIG. 2C, one aspect of the present
teachings relates to the readout assembly 226 having the
adjustment component 222.

As shown 1n a FIG. 9A, a readout assembly may comprise
an exemplary charge-to-voltage conversion circuit 420 hav-
ing an mput 422 and an output 424. It will be appreciated
that the exemplary circuit 420 1s a simplified depiction of the
conversion process. various embodiments of the readout
assembly may utilize different implementations of the con-
version circuit without departing from the spirit of the
present teachings.

In certain embodiments, the conversion circuit receives, at
the mnput 422, a packet of charge Q from the readout register
of the CCD (not shown). The charge () 1s temporanly stored
at a sense capacitor 426 having a capacitance C, thereby
yielding a voltage V=Q/C with respect to a potential refer-
ence 432. A parallel circuit via a transistor 434 and a load
resistor 430 allows the voltage V to be output at the output
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424. In some embodiments, such conversion 1s performed as
part of the CCD’s FET amplifier.

In certain embodiments, once the output voltage V 1s read
out, the sense capacitor 426 i1s cleared of the temporarily
stored charge to receive the next packet of charge from the
CCD. As shown in the exemplary circuit 420 of FIG. 9A,
one way to clear the sense capacitor 426 1s to close a switch
436 to allow restoration of the sense capacitor voltage to a
reference Voltage Such a resetting process can cause a
teedthrough effect as a result of a capacitive coupling
through the transistor 434. Such a feedthrough signal can
cause the output voltage V to manifest an overshoot past the
reference voltage during the reset process.

FIG. 9B illustrates an exemplary output voltage V trace
440 having such an overshoot. The exemplary trace 440 1s
depicted by four exemplary cycles of the charge-to-voltage
conversion processes. The voltage V trace 440 1s referenced
with respect to a reference voltage level 442. The first cycle
comprises a dip 444 1n the voltage V caused by the first
charge packet from the CCD, and the “depth” of the dip 444,
often referred to as a pixel level, 1s proportional to the first
charge packet magnitude. Thus, The duration of the pixel
level 1s determined by the time during which the charge 1s
stored 1n the sense capacitor.

At the end of the pixel level duration, the sense capacitor
resetting occurs 1n a manner described above 1n reference to
FIG. 9A, thereby causing an overshoot 446. The peak of the
overshoot 446 1s often referred to as a reset feedthrough
level. The amplitude of the overshoot peak can be significant
when compared to the reference level. The overshoot even-
tually decays to the reference level, and a characteristic time
T ... associated with such a decay may determine when the
next cycle can begin. Thus 1n certain applications, 1t may be
advantageous to reduce the reset time T ,___, thereby allowing
the readout to proceed at a faster pace.

In some embodiments, the readout assembly includes a
filter that filters out high frequency noise that 1s typically
intrinsically present in the output amplifier. Thus in certain
applications, the time constant (T,___,) may be increased to
decrease the high frequency noise. A design may consider
such a benefit against an increase i an associated readout
time.

FIG. 9C 1illustrates one possible way of achieving such an
adjustment 1n the reset time. An exemplary configuration
450 comprises a readout assembly 452 having a charge
detector 464 such as that described above in reference to
FIG. 9A. The charge detector 464 receives a reset gate signal
462 from a clock 454 via a filter 456. In certain embodi-
ments, the reset time 1s aflected by the wavetorm of the reset
gate signal 462, and the filter 456 at least to some extent
controls the reset gate signal’s wavetform. Thus, in such
embodiments of the readout assembly, the filter 456 can be
adapted to be controlled by a controller 460 that 1ssues an
adjustment-inducing signal so as to {facilitate a desired
change 1n the manner in which the filter operates.

In certain embodiments, the filter 456 can be adjusted
such that the reset time of the charge-to-voltage conversion
results 1n operating frequency that ranges from approxi-
mately 20 kHz to approximately 100 MHz.

In some embodiments such as electron multiplying detec-
tors, various foregoing design features can be mcorporated
to change the gain and/or noise levels of diflerent parts of an
imager. As an example, at parts of an 1imager where signals
are relatively high, gain can be set relatively low such that
excess noise 1s relatively low. At parts of an 1imager where
signals are relatively low, gain can be set relatively high
such that read noise 1s relatively low.
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In various embodiments, one or more of the above-
described operating parameters can be adjusted or config-
ured to improve the performance of one or more function-
alities of a detector. In some situations, such adjustment may
allect the performance of one or more other functionalities;
thus, the adjustment can be made to “tune” the overall
desired performance of the detector.

For example, charge collection duration can be adjusted in
view ol parameters such as full-well resolution, speed of
operation, and noise associated with pixels, readout regis-
ters, and/or readout operations. For example, when the
incident light intensity 1s suflicient, a given well will likely
{11l relatively quickly to provide suilicient number of elec-
trons; and thus the speed of operation can be increased
accordingly. Conversely, speed of operation may be reduced
in situations where the incident light intensity 1s relatively
low, so as to provide greater time for suilicient photoelec-
trons to be collected.

In devices such as electron multiplying CCDs (EMC-
CDs), the electron multiplying gain can be adjusted to
provide sensitivity that may be lacking due to a relatively
fast operation. For example, a relatively fast operation may
not allow the pixel well sensitivity to be fully utilized. IT
such a mode of operation 1s necessary for whatever reason,
the electron multiplying feature, 11 present, can be used to
boost the read out charges from the readout registers.

Thus, 1n an example detector configuration 500 shown 1n
FIG. 10A, a readout component 502 can include a pixel
assembly 504 from which charge 1s read out to a readout
register 506. The charge from the readout register can then
be multiplied by a multiplying component 508 such as an
clectron multiplier. The readout component 502 1s shown to
be under the control of a control component 510 that
includes a clocking component 512 and a gain control
component 514. The control component 510 can be config-
ured to adjust the clocking speed and/or the gain of the
clectron multiplier so as to achieve a desired configuration
as described above.

In devices having anti-blooming features, a binary type
switching can be implemented so as to allow switching
between anti-blooming mode and full well modes. For
example, when blooming 1s likely to occur, and/or when tull
well sensitivity 1s not a critical factor, the anti-blooming,
feature can be turned on at the expense of sacrificing some
well depth. Conversely, 1if the full well sensitivity 1s
required, and/or when blooming 1s not likely to occur, the
binary switch can be configured to turn ofl the anti-blooming
feature.

Thus, 1n an example detector configuration 520 shown in
FIG. 10B, a detector 522 can include a pixel well 524 and
an associated anti-bloom component 526. The detector 522
1s shown to further include a switching component 528
under the control of a control component 530. The control
component 330 and the switching component 528 can be
configured to allow either 1n a full well mode of operation
or 1n an anti-bloom mode of operation, so as to achieve a
desired configuration as described above.

In another example, readout noise can be balanced with
respect to the speed of readout operation. In some devices,
readout noise associated with amplification of the CCD
output charge increases with the sampling frequency (oper-
ating speed). Thus, for example, the readout speed can be
adjusted so that the resulting noise 1s within some acceptable
range. Similar noise versus readout speed balancing can be
extended with respect to other circuits associated with the
readout operation.
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Although the above-disclosed embodiments of the present
invention have shown, described, and pointed out the fun-
damental novel features of the mmvention as applied to the
above-disclosed embodiments, 1t should be understood that
various omissions, substitutions, and changes 1n the form of
the detail of the devices, systems, and/or methods 1llustrated
may be made by those skilled in the art without departing
from the scope of the present invention. Consequently, the
scope of the mvention should not be limited to the foregoing
description, but should be defined by the appended claims.

All publications and patent applications mentioned 1n this
specification are indicative of the level of skill of those
skilled 1n the art to which this mvention pertains. All
publications and patent applications are herein incorporated
by reference to the same extent as 11 each individual publi-
cation or patent application was specifically and individually
indicated to be incorporated by reference.

What 1s claimed 1s:

1. A system for detection, interrogating a sample using a
probe array configured to be responsive to a plurality of
particles wherein the probe array generates one or more
identifiable signals following interaction with the sample
particles and wherein the sample composition 1s resolved, at
least 1n part, by identifying the signals associated with each
constituent probe of the array, the system comprising:

a segmented detector configured to detect at least a
portion of one or more 1dentifiable signals associated
with each sample wherein the position of each signal on
a plurality of pixels form an optical image;

a clock driver that provides one or more gate voltages to
the pixels so as to aflect a manner in which collected
charges are transierred from the pixels;

a readout component that reads out the charges transferred
from the pixels to thereby vyield an output signal
corresponding to each pixel wherein the output signal
1s representative of the magnitude of the pixel’s col-
lected charge; and

a controller configured to control at least one of the clock
driver and the readout component so as to allow
selective adjustment of a manner 1 which the gate
voltages 1s applied to the pixel or the manner 1n which
the readout occurs so as to allow different readout of
different areas of the segmented detector.

2. The system of claim 1, wherein the clock driver
comprises a gate voltage generator and a clock wherein the
clock provides a clock signal to the gate voltage generator
and wherein the gate voltage generator 1n response generates
the gate voltage signals to the pixels.

3. The system of claim 2, wherein the gate voltage
generator includes an adjustment component that adjusts the
amplitude of the gate voltage signals.

4. The system of claim 3, wherein the gate voltage
generator comprises a gate driver and a digital-to-analog
converter (DAC) wherein the DAC recerves a digital adjust-
ment signal from the controller, converts the adjustment
signal to an analog amplitude adjustment signal, and sup-
plies the analog amplitude adjustment signal to the gate
driver such that the DAC allows the controller to adjust the
amplitude of the gate voltage signals.

5. The system of claim 3, wherein the gate voltage
generator comprises a gate driver and an electrically eras-
able potentiometer (EEPOT) wherein the gate driver pro-
vides a selected amplitude gate voltage signal to the EEPOT
and wherein the EEPOT under the control of the controller
adjusts the selected amplitude of the gate voltage such that
the adjusted gate voltage signal put out by the EEPOT has
a desired amplitude.
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6. The system of claam 3, wherein the gate voltage
generator includes an analog multiplexer that provides a
plurality of analog output voltage signals so that one of such
signals can be selected as a source of the gate voltage.

7. The system of claim 3, wherein the amplitude of the
gate voltage signals 1s adjusted by adjusting an output
impedance of the gate voltage generator.

8. The system of claim 2, wherein the clock driver
includes an adjustment component that adjusts one or more
temporal parameter associated with the gate voltage signals.

9. The system of claim 8, wherein the adjustment com-
ponent adjusts the duration of the gate voltage by adjusting,
the number of clock signal cycles that defines the gate
voltage duration.

10. The system of claim 8, wherein the adjustment com-
ponent adjusts the duration of the gate voltage by adjusting
the period of the clock signal.

11. The system of claim 10, wherein the adjustment
component comprises a clock signal adjustment component
that adjusts the period of the clock signal.

12. The system of claim 8, wherein the adjustment com-
ponent adjusts a gain of the gate voltage signal.

13. The system of claim 1, wherein the readout compo-
nent comprises an adjustment component that adjusts one or
more parameters that atfect the manner in which the readout
OCCUrs.

14. The system of claim 13, wherein the adjustment
component comprises a filter configured to be controlled by
the controller so as to adjust the manner 1n which 1t filters a
clock signal from a clock wherein the adjustment of the
filtering aflects the manner in which reset gate signals reset
a charge detector circuit of the readout component.

15. The system of claam 14, wherein the {filtering 1s
adjusted so that the charge detector’s reset time 1s reduced
thereby increasing the rate at which the readout cycle
operates.

16. The system of claim 13, wherein the readout compo-
nent includes an electron multiplier having a plurality of
gain settings, such that gain of the electron multiplier can be
adjusted with respect to the rate at which the readout cycle
operates.

17. The system of claim 13, wherein the readout compo-
nent includes an anti-bloom component and a switching
component that allows the anti-bloom component to be
turned on or of

18. A method for improving the performance of a seg-
mented detector that images an array of samples, the method
comprising;

adjusting one or more parameters associated with a charge

transier process or a readout process of the segmented
detector wherein the parameters that affect the perfor-
mance of the charge transier process include an ampli-
tude and a duration of gate voltage signals provided to
one or more pixels of the segmented detector and
wherein the parameters that affect the performance of
the readout process include a duration of a reset process
that occurs between detection of charges associated
with the pixels; and

performing the detection and reading out of the resulting

charges with the adjustment of one or more parameters
in effect wherein such an adjustment improves the
manner 1 which the detector 1s used for a given
application.
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19. The method of claim 18, wherein adjusting one or
more parameters comprises adjusting the amplitude of the

gate voltage.

20. The method of claim 19, wherein adjusting the ampli-
tude of the gate voltage comprises adjusting the manner in
which a gate voltage generator operates.

21. The method of claim 20, wherein the gate voltage
generator includes a gate dniver and a digital-to-analog
converter (DAC) wherein the DAC receirves a digital adjust-
ment signal from a controller, converts the adjustment signal
to an analog amplitude adjustment signal, and supplies the
analog amplitude adjustment signal to the gate driver such
that the DAC allows the controller to adjust the amplitude of
the gate voltage.

22. The method of claim 20, wherein the gate voltage
generator includes a gate driver and an electrically erasable
potentiometer (EEPOT) wherein the gate driver provides a
selected amplitude gate voltage signal to the EEPOT and
wherein the EEPOT under the control of a controller adjusts
the selected amplitude of the gate voltage such that the
adjusted gate voltage signal put out by the EEPOT has a

desired amplitude.

23. The method of claim 20, wherein the gate voltage
generator includes an analog multiplexer that provides a

plurality of analog output voltage signals so that one of such
signals can be selected as a source of the gate voltage.

24. The method of claim 20, wherein adjusting the ampli-
tude of the gate voltage comprises adjusting an output
impedance of the gate voltage generator.

25. The method of claim 18, wherein adjusting one or
more parameters comprises adjusting the duration of the
gate voltage.

26. The method of claim 235, wherein the gate voltage
duration 1s adjusted by adjusting the number of clock signal
cycles that defines the gate voltage duration.

27. The method of claim 235, wherein the gate voltage
duration 1s adjusted by adjusting the period of a clock signal
that induces the gate voltage generation.

28. The method of claim 18, wherein adjusting one or
more parameters comprises adjusting the duration of the
reset process.

29. The method of claim 28, wherein the duration of the
reset process 1s adjusted by adjusting the filtering of a filter
that filters a clock signal that drives the reset process for
resetting a charge detector circuit that detects the transterred
charge from the pixel.

30. The method of claim 29, wherein the filtering 1s
adjusted so that the charge detector circuit’s reset time 1s
reduced thereby increasing the rate at which the readout
cycle operates.

31. The method of claim 18, wherein adjusting one or
more parameters comprises adjusting the gain of an electron
multiplier with respect to the rate at which the readout
process operates.

32. The method of claim 18, wherein adjusting one or
more parameters comprises switching between an anti-
bloom mode of operation and a full well mode of operation.
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